Rheumatological professionals and their patients should have high expectations of treatment I n recent years the expectation of benefit of treatment of rheumatoid arthritis (RA) has evolved. Remission, as defined by the disease activity score (table 1) , is now a goal for many clinicians. To achieve this it is standard practice to institute disease modifying antirheumatic drug (DMARD) treatment early in the disease course and to use combination DMARD treatment when single drugs prove ineffective. In addition, anti-tumour necrosis factor a (TNFa) treatment has an established role in severe RA. However, despite these advances remission is achieved in only a minority of patients. Few randomised controlled trials (RCTs) in RA report remission data, which in itself is testament to the infrequency of remission. Why are expectations of greater benefit not realised?
In RCTs of the commonly used DMARDs methotrexate (MTX), sulfasalazine (SSZ), and leflunomide (LEF) as monotherapy, remission rates of 12.7-25% have been reported, depending on the population studied. [1] [2] [3] Although individual clinical responses to anti-TNFa monotherapy can be dramatic, remission rates in patients treated with anti-TNFa agents alone in RCTs have been disappointing, with 22.4% of patients with established disease achieving remission at 2 years. 1 However, the combination of MTX and anti-TNFa treatment has provided more encouraging clinical results. At 2 years' follow up in the TEMPO study the combination of etanercept and MTX resulted in remission in 42.4% of patients with established RA compared with 25% remission with MTX or etanercept monotherapy. 1 Similar rates of remission were also seen in the combination arm (MTX, SSZ, hydroxychloroquine (HCQ), and low dose prednisolone) of the FIN-RACo early RA study at 2 years. 2 Although there are no published data on remission rates with triple treatment (MTX, SSZ, and HCQ) in established RA, two trials have demonstrated better clinical response with triple treatment than the combinations MTX/SSZ, MTX/ HCQ, 4 and SSZ/HCQ. 5 In the last study of O'Dell et al an ACR70 response was seen in 26% of patients receiving triple treatment. 4 It is well established that minimising disease activity reduces radiological progression and improves long term functional outcome. 6 Acute phase reactants have been used as a marker for disease activity in studies and correlate with radiological progression. 7 8 However, single measures of disease activity do not provide the full clinical picture. There is increasing evidence that low disease activity as defined by the composite measure of the Disease Activity Score (DAS) or 28 joint count DAS (DAS28 ; table 1) 9-11 is associated with reduction in radiological progression. 12 13 ''Why are expectations of greater benefit not realised?''
Of particular interest, Welsing et al investigated the longitudinal relationship between disease activity (measured by DAS and DAS28) and radiological progression in two independent follow up cohorts. 13 They were able to describe different patterns of disease progression dependent on mean DAS, baseline Sharp score, and rheumatoid factor (RF) positivity. As is well established, positive RF and baseline joint damage were predictors of radiological progression. As expected, patients with constant high or fluctuating high DAS had significantly greater progression than those with constant low DAS. Of note, however, those with a fluctuating low DAS showed similar rates of progression to patients with a constant high DAS. These data not only support the approach of aiming for low disease activity but also call into question the ''wait and see'' approach of managing disease flares.
Traditionally RCTs of treatment in RA have been designed to compare specific pharmaceutical agents or combinations; the TICORA study however was an RCT designed to evaluate a strategy of targeting persistent disease activity with the aim of achieving tight control in early RA. 14 The intensive treatment strategy was multifaceted. Patients had monthly assessments where systematic measurement of disease activity was made using the DAS, and DMARD treatment was escalated according to a protocol if the DAS was .2.4. Additionally intra-articular steroid was offered at each visit if there were swollen joints amenable to injection, and intramuscular steroid could be used as a ''bridging treatment'' within 3 months of starting a new DMARD. The control group received routine care in a standard rheumatology clinic.
When this strategy was used 67% of the group receiving intensive treatment achieved remission (DAS ,1.6) at 18 months compared with 14% of the group receiving routine care. Additionally, the intensively treated group had less radiographic progression as measured by the total Sharp score and joint erosion score. Functional outcome measured by the Heath Assessment Questionnaire was also better in the intensive treatment arm.
Benefits of the intensive treatment strategy are likely to be multifactorial and which therapeutic intervention is the most important can be debated. However, setting a target of low disease activity, using regular systematic monitoring of disease activity, and adjusting DMARD treatment until that target is reached offer the best chance of achieving remission with the therapeutic agents currently available to us.
Translating these results into routine care is a problem. Is inertia in clinical practice or resistance from patients the obstacle to achieving targets?
''Does inertia in clinical practice or patients' non-compliance prevent us from reaching targets?''
In this month's Annals Fransen et al report a cluster randomised trial of systematic monitoring using the DAS28 compared with usual clinical care in RA. 15 The study aimed at testing the hypothesis that use of systematic monitoring in the clinic setting would result in therapeutic changes leading to better disease control. In the DAS group physicians measured the DAS28 score at each visit and study guidelines stated that DMARD treatment should be increased (although specific changes in DMARDs were not per protocol) in patients with a DAS28 .3.2. The usual care (UC) group did not have DAS28 measurements and changes in treatment were at each rheumatologist's discretion. At the end of the 24 week study period the percentage of patients in the DAS group with low disease activity had increased from 13% at baseline to 31%, whereas 16% of the UC group had low disease activity at 24 weeks compared with 12% at baseline. Although more patients in the DAS group had low disease activity at the study end point, there was no statistically significant difference in the mean changes in DAS between the groups.
The authors comment that the percentage of patients achieving low disease activity in the DAS group was less than expected and provide further interesting data about decision making during the study. Despite the study guidelines, DMARD changes in the DAS group were made by the participating rheumatologists at only 20% of visits where a DAS28 .3.2 was recorded. In the situations where DMARD treatment was not changed despite continuing disease activity the commonest reasons were physician based: (a) adopting a ''wait and see'' approach (84%) and (b) disease activity was judged as sufficiently low by the rheumatologist despite the DAS28 score (54%). This suggests that clinician inertia and low expectations contributed unfavourably to outcomes. In 31% of cases the patient did not wish to escalate treatment. Resolving this aspect requires patient education and encouragement. The TICORA protocol of frequent patient visits in the intensive arm was effective in this respect.
Some conclusions can be drawn from this study: N Some patients perceive increasing drug treatment to be less acceptable than continuing disease activity.
Why does systematic monitoring using the DAS or DAS28 result in improved disease control? Surely we are all aiming at achieving tight control of disease, and experienced rheumatologists do not need a ''score'' to aid decision making. However, each rheumatologist has his or her own perception of ''low disease activity''. The DAS28 is a validated measure of disease activity with low interobserver variability. 10 In routine rheumatology care, patients may not be seen on each occasion by the same physician. A documented objective measure of disease activity is more informative about the patient's disease course than subjective comments alone. When scoring global assessment of disease activity, physicians are most strongly influenced by acute phase reactants and swollen joints, giving less weight to tender joint counts and patient global assessment. 16 Patients' impressions of disease activity have been shown to correlate well with the DAS28 17 and there is evidence from ultrasound studies that synovitis may be present in joints that do not have ''clinical synovitis''. 18 Using the DAS28 may provide a more comprehensive assessment of disease activity.
''Rheumatologists prefer to use their clinical judgment rather than make decisions based on the DAS''
As demonstrated by Fransen et al the patient's role in decision making is also of importance. Leeb et al in a study of 207 patients with RA investigated patients' attitudes to the treatment. 17 They found that patients wanted reduction of treatment at a mean DAS28 of 2.87 and did not want any change in treatment at a mean DAS28 of 3.52. It was not until a mean DAS28 of 4.92 was reached that increases in treatment were requested. The reasons for not wishing to change treatment are clearly complex. However, a possible explanation is that patients measure a good response to treatment by the amount of improvement in symptoms from baseline and may be satisfied with that alone. Patients may vary in their expectations of what can be achieved with treatment. Providing a target helps the patient to understand the rationale behind escalating drug treatment in the face of his or her own concerns about toxicity.
There are, however, some limitations to the use of the DAS or DAS28 in a routine clinical setting. Both scores were developed and validated to assess response in clinical trial cohorts 9 10 and in individual patients there are situations in which interpretation of the DAS is difficult. In patients with longstanding disease, eroded joints may be persistently tender in the absence of inflammation, and coexistent osteoarthritis may persistently raise the tender joint count. Patients with fibromyalgia are recognised to have persistently high DAS28 scores, and fibromyalgia is said to coexist in one in seven patients with RA. 19 The DAS and DAS28 can be used in the majority of patients with RA as a reliable indicator of disease activity, but it is also important to record the separate components of the score and consider these in patients with DAS unresponsive to treatment. 20 Adopting systematic monitoring in routine clinical practice has major resource implications. Although measuring and computing the DAS28 is not time consuming (estimated to take 5 minutes 20 ) more treatment changes are made as a consequence. In the study of Fransen et al, DMARDs were adjusted twice as often in the DAS group as in the UC group. 15 Similarly, patients in the intensive arm of the TICORA study were more likely to start new DMARDs and had more intra-articular injections than the group receiving routine care. Therefore the average duration of a single clinic consultation is increased. Additionally, patients in the TICORA intensive arm were seen monthly and it is likely that frequent assessment and intervention is important in achieving a state of constant low disease activity and the resultant slowing of radiological progression described by Welsing et al. 13 Health economic assessment of the TICORA trial, however, showed that the increased outpatient costs of the intensive strategy were offset by increased community healthcare costs and inpatient costs in the routine care group and that the intervention was cost neutral. Nevertheless it can be difficult to convince health service managers that investing in resources early on saves disability and health costs at a later stage.
Increasing evidence shows that regular systematic monitoring of disease activity in RA, which aims at targeting persistent disease activity, can improve clinical outcomes and may slow radiological progression. Adopting this strategy in clinical practice requires significant changes in established rheumatology practice and increased rheumatology resources. It is important, however, that rheumatological professionals and their patients have high expectations of treatment, and that resources are sought to achieve targets of remission or low disease activity in the majority of patients with RA. 
